methyl group may reduce the propensity for inducing increased lOP, as demonstrated with fluorometholone and medrysone.! Topical corticosteroids are frequently used in everyday practice by the ophthalmologist. Although they are effective in suppressing the inflammatory response, corticosteroids should be used with caution because of their undesirable side-effects. Elevation of the lOP is a relatively common side-effect encountered with topical administration, especially in patients with primary open angle glaucoma, diabetes mellitus and myopia.! It is due to reduced ocular outflow facility. Johnson et a1.4 studied the ultrastructure of the trabecular meshwork in eyes with corticosteroid-induced ocular hypertension. Their findings were consistent with previous reports of the accumulation of the characteristic extracellular fingerprint-like material, resembling basement membrane, in the trabecular meshwork.s
The results from two multicentre clinical studies in patients with anterior uveitis indicated that rimexolone 1 % is as effective as prednisolone acetate 1 % in reducing inflammation, as determined by a reduction in baseline anterior chamber flare and cells? Leibowitz et at? compared the lOP-elevating potential of rimexolone 1 % and 0.1 % fluorometholone in patients who were known steroid responders. The results showed that rimexolone has a low lOP-elevating potential, comparable to that of fluorometholone. When compared with 0.1% dexamethasone sodium phosphate and 1.0% prednisolone acetate, rimexolone 1% produced a clinically significant lower elevation in lOP, as well as a longer interval before the responses.
On examination of our patient there was no evidence of secondary glaucoma and gonioscopy showed open angles. Since she has been confirmed to be steroid responsive and experienced elevation of lOP in the left eye only, it is reasonable to conclude that the lOP elevation was due to rimexolone. We feel that clinicians should be made aware of this complication in view of the marked elevation in lOP and the hazardous effects that can follow. Most review articles and textbooks are of the view that yaws does not involve the nervous system or eyes.! However, other reports which have specifically looked at the clinical associations of late yaws disagree. A study of a large group of patients with late yaws in Venezuela showed ocular signs including disc pallor, perivascular sheathing, optic atrophy and both acute and chronic inflammatory retinopathies? In addition, a single case report in the literature documents a man with optic atrophy which was attributed to late yaws. 3 Yaws used to be one of the most common tropical diseases. In the 1950s an estimated 50-150 million people were thought to be affected worldwide, the largest reservoir being Central Africa.! However, a series of successful health campaigns by the World Health Organization and UNICEF between 1954 to 1963 meant that yaws was considered to be almost extinct. 4 Yet since the early 1980s, several countries have started to witness a resurgence of yaws.s Recently, several cases of imported yaws and endemic syphilis have been described in Europe. In an era of increasing world travel, the diagnosis of non-venereal treponematoses must therefore not be forgotten, given an appropriate clinical situation.!
Case report
A 54-year-old woman presented with a 3 month history of bilateral, progressive visual loss. This patient was of African origin, having spent her early years in Zimbabwe, before emigrating to Europe at the age of 20.
Although she presented with a complex social history, she had not been sexually active in recent years. On examination, she was found to have bilateral anterior uveitis, papillitis and gross macula oedema (serous detachment). No vitritis was present and there was no other retinal vasculitis in conjunction with the papillitis. In addition, it was noted that there were no acute retinal haemorrhages present. Laboratory studies revealed the patient was seropositive to VDRL (1 in 4), TPHA (1 in 1280) and Serodia TPP A. These results were confirmed by the Reference Laboratory. An ultrasound scan to evaluate the choroid and retina was undertaken to rule out Vogt-Koyanagi-Harada syndrome (VKH) and posterior scleritis as other possible diagnoses. A CT scan of the brain and chest radiograph showed no focal anomalies.
The patient was treated with topical steroids and a 10 day course of intravenous penicillin, with good symptomatic relief; Snellen visual acuity improved from 6/18 to 6/4 in the right eye and from counting fingers to 6/12 in the left eye.
Following discharge, she has had only one relapse, when she developed an anterior uveitis. This would serve to support the aetiology of the treponemal disease being due to yaws rather than syphilis -if the original uveitis had been secondary to T. pallidum, then treatment with intravenous penicillin should have been curative. Fundoscopy at the time showed definite evidence of previous inflammation, with old pigmented scarring in both eyes (Fig. 1) .
Comments
Yaws is caused by an organism which is antigenic ally very similar to Treponema pallidum, the agent which causes syphilis. Molecular analysis studies of treponemes have shown no difference between the subtypes with polymerase chain reaction, Western and Southern blotting and other immunoblotting techniques?-9
In 1989, Noordhoek et al. lO reported that hybridisation of labelled nucleotides with in vitro amplified treponemal DNA showed a single nucleotide difference between the subspecies pertenue and pallidum: at the second residue of codon 40, adenine was present in pallidum and guanine in pertenue. However, this work has not been reproduced by others and at present no serological differentiation can be made between syphilis and yaws on the basis of routine laboratory test.1 Thus, although Treponema pallidum pertenue is easily identified from primary and secondary lesions -by dark-ground examination or with silver stains -differential diagnosis of tertiary-stage treponemal disease is still based on clinical criteria.
Zimbabwe is known to be a region in which yaws is endemic, and this patient was thought to have been naturally infected with yaws during childhood, although she had not been clinically diagnosed as such before presenting with her ocular symptoms. She had no history of syphilis or other genital infection and no clinical features consistent with a diagnosis of syphilis. Although the clinical features that define late or tertiary yaws include destructive skin and bone lesions, this patient was found only to have skin involvement in the form of plantar hyperkeratosis. Despite the lack of bone involvement, the genitourinary physicians involved in this patient's treatment felt that yaws was the most likely clinical diagnosis.
Some reports in the literature have shown indirect evidence of yaws causing myeloneuropathies,6 and we suggest that our patient is such a case. With the reappearance of yaws in both Western and developing countries, for medical and social reasons it would seem appropriate that a diagnosis of yaws or other non venereal treponematoses be considered in the differential diagnosis of patients seropositive for treponemal infection if there is evidence of the patient having yaws. Lipoid proteinosis is a rare inherited (autosomal recessive) disorder characterised by infiltration of hyaline material into the skin, oral cavity and internal organs. Its usual presentation is in infancy. We report a patient who presented late in his life with this condition. We also present the light and electron microscopic pathological features of lipoid proteinosis.
Case report
A 67-year old white man was seen in the eye clinic following a referral for visual deterioration. He was found to have cataract in both eyes and arrangements were made for cataract surgery. He was also found to have nodular lesions on the lid margins (Fig. 1a) . He had first presented to the eye department 10 years previously. A diagnostic biopsy carried out at that time raised a possibility of amyloidosis, but with a suggested differential diagnosis of lipoid proteinosis. His only symptom at that time was ocular irritation. He developed hoarseness of voice only a few months later. There was no family history of lipoid proteinosis and no consanguinity between his parents.
The patient was keen on a further biopsy, as there was an initial uncertainty. He underwent an uncomplicated phacoemulsification procedure for the cataract in the right eye and skin biopsy from an eyelid.
On light microscopy (Fig. 1b) , the skin of the eyelid had a thin zone of normal tissue in the superficial dermis. The reticular dermis was replaced by slightly basophilic amorphous hyaline material (Fig. 1c-e) ; this was periodic acid-Schiff positive and diastase-resistant, stained weakly with a colloidal iron stain (for mucin), but was Alcian blue negative and stained very faintly with Congo red stain for amyloid. Occasional cells resembling fibroblasts were present within this material.
Electron microscopy confirmed the presence of widespread extracellular deposits of electron-dense material, within which were small numbers of cells (Fig.  2a, b) . The electron-dense material was composed of randomly arranged short straight or curved non branching linear filaments (Fig. 3a) around 10 nm (100 A) in diameter, some appearing in a double 'tram-line' configuration. Collagen fibrils 40-80 nm (400-800 A) in diameter passed through the material, but the material did not extend between the collagen fibrils. The occasional cells within this material showed degenerative features, including cytoplasmic swelling and vacuolation (Figs. 2a, b, 3a) . Many of these stromal cells contained numerous membrane-bound structures ( Fig. 3b-d ) resembling (and consistent with) lysosomes; many of these contained filamentous material of similar structure to the extensive extracellular filamentous material, although occasionally the filaments in the vesicles appeared slightly longer. In occasional cells, the membrane-bound vesicles appeared to have ruptured, releasing the filamentous material into the cytoplasm of the cells. Occasional apparently 'empty' (fluid-filled) vesicles were also noted, some of which also had ruptured membranes.
Comment
Our patient has the 'classical' eyelid appearance and histolOgical features of lipoid proteinosis. The usual presentation of this rare inherited condition is in infancy and hoarseness of voice is the first presenting symptom. Our patient, however, presented first with ocular symptoms of eyelid involvement in his sixth decade and developed hoarseness later. Ten years later, he had not developed any further symptoms. The only areas which were involved in our patient were the eyelids and the soft palate, and it is possible that he has only a mild form of the disease, without significant involvement of internal organs.
The pathogenesis of this condition is unknown. Harper et al. l questioned whether the condition is due to disturbed collagen metabolism and Olsen et al? subsequently demonstrated elevated a(IV) collagen mRNA levels in in vitro cultures of human fibroblasts in this condition. Bauer et al? proposed that lipoid proteinosis is a lysosomal storage disorder, on the basis of finding dense membrane-bound cytoplasmic inclusions on electron microscopy and observing that some fibroblasts from the same patient developed extensive intracytoplasmic vacuoles in vitro. Moy et a/.4 also found (on electron microscopy) that fibroblasts from
